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This I sting of cbiros will replace all prior versions, and listings, of claims in the i.pp|icalion: 
IJSTllVG OF CLA^S: 

1, - 172. (Cnaceled) 

J 73- (Previuiisly preseated) A method of ti^ating a disease, disorder or : npiom 
associated wiUi a deficient endogenous level of estrogen in a woman caused by na-an*I 
menopause, peri-menopause, post-menopause, hypogonadism* castration orprimity ovarian 
failure 

which disease, disorder or symptom is: hoi flushes, sweating attacjcs, palpii-4tions, 

sleep clsorders, mood changes, nervousness, anxiety, poor memory, loss of confi i^nce, loss 

of libit o, poor concentration, diminished energy, diminished drive, irritability, ur j^enital 

atrophy, atrophy of the breasts, cardiovascular disease, changes in hair disrriburiofv thickness 

of hair changes Jn skin condition, osteoporosis, or a combination thereof; 

comprismg orally administering to a woman having such deficient endogen.ius level 
of estrc gen; 

an estrogen in a sufficient amount to alleviate said disease, disorder or syr;V.t<Hn, and 
drospirenone in a sufficient amount to protect the endomenium from advei^j effects 
of estrcgen, wherein the drospirenone is in a form having a rapid dissolution such d.at ar least 
70% of said drospirenone is dissolved irom a tablet containing 3 rag of drospirenox.^ in 900 
ml of water ax 37°C within 30 minutes, as deiennined by USP XXIII Paddle Methcii using a 
USP diJ solution test apparatus 2 and 50 rpm as the stirring rate. 
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174- (Previousiy preseoted) A merhod of treating a disease, disorder or ^ > mpTom 
assocjated wiib a deficient endogenous level of estrogen in a woman caused by ii; iural 

menojiause, peri-menopause, post-menopause, hypogonadism, castration or prin .ii;y ovarian 
failun 3 

which disease, disorder or symptom is: hot flushes, sweating attacks, paip:(aiions, 
sleep aisorders, mood changes, nervousness, anxiety, poor memory, loss of conf.f:vnce, loss 
of libi lo, poor concentration, diminished energy, diminished drive, irritability, u;x^enital 
atrophy, atiophy of the breasts, cardiovascular disease, changes in hair dismbuiii.i,, thickness 
of hail, changes in skin condition, osteoporosis, or a combination thei^ot; 

comprising orally administering to a woman having such deficient endogv.< ous level 
of estrogen: 

an esmjgen in a sufficient amount to alleviate said disease, disorder or syio^itom, and 
drospirenone in a sufficient araouni to protect the endometrium from adverse effects 

of estr^igen, wherein the drospirenone is in a form having a surfecc area of more U.4n 10 000 

cm^/g. 

175, (Currently Amended) A me^od of treating a disease, disorder or sy aptom 
associa ted with a deficient endogenous level of estrogen in a woman caused by nut .ral 
raenop; luse, peri-menopause, post-menopause, hypogonadism, castration or prima*- - ovarian 
failure, 

which disease, disorder or symptom is; hot flushes, sweating attacks, palpuLtions, 
sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of conficeitce, loss 
of libid>, poor concentration, diminished energy, diminished drive, irritability, urc^^niial 
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atToply, atrophy of die breasts, cardiovascular disease, changes in hair disiributiv-).., thickness 
of hai', changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient endogw-.^ous level 
ofesnogen: 

an estrogen in a sufficient amount to alleviate said disease, disorder or syuiptom, and 
drospirenone in a sufficient amount to protect the endometrium from adv>;. ic effects 
of esn^gen, wherein the drospirenone is mioromaod drospiri^neono has a particle s ;/e 
disnib 4lion such thai not more ihan 2% of t he particles have a diameter of mnre :{ <xn 30 yjn . 

176- (Previously pHH^eDTed) A method according to claim 173, 174, or 175, wherein 
the est 'ogen is: estradiol, an estradiol sulfaroate, estradiol valerate, estradiol benzo ite, ethinyl 
estradiol, estrone, estriol, csniol succinate, a conjugated estrogen or a mixture thi jcof. 

177, (Previously presented) A method according to claim 173, 174, or l 7;>. wherein 
the escogen is; estradiol, an estradiol suifamate, estradiol valer^tte, estradiol benz.>.:te, 
estrone, estrone sulfate or a mixture thereof 

178, (Previously presented) A method according to claim 1 73 , 1 74, or 1 7 1 , wherein 
the esu:>gen is estradiol. 

179, (Previously presented) A method according to claim 1 73, 1 74, or ! : : . wherein 
the estr igen is in micronizcd fbrm. 
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180, (Previously presented) A method according to claim 178, wherein i^.a estradiol 
is in riiicronized form, 

181, CPreviously presented) A method according to claim 173, 174, or i "/ S. wherein 
the do ie of drospirenone corresponds to 15 to 70 mg per cycle, 

182, (Previously presented) A method according to claim 173, 174, or Hi, wherein 
the an ount of drospirenone corresponds to a daily dose ranging from 0.25 to 1 0 a--. 

183- (Previpttsdy presented) A method according to claim 1 78, wbei^in -t>e amount 
of estridiol corresponds to a daily dose ranging from 0.1 to 5 mg. 

1 84- (Frevioiwly presented) A method according to claim 1 78, wherein it j amount 
of estradiol correspoiKls to a daily dose of about 0.1 to 5 mg. 

185, (Previously presented) A method according to claim 1 78, comprisint 
admini itering estradiol in a daily dose of 1 to 3 mg and drospirenone in a daily d<:^c of 1 to 
3.5 mg 

186. (Previously presented) A method according to claim 1 73 , 1 74, or V't, wherein 
the esnagen and/or the drospirenone is administered in the form of a tablet, capsuiL or pi!l. 
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187. (Prtrviously presented) A method acconJing to claim 173, 174, or 5, wherein 
xhe esTogen is: esirone sulfate, l7P-esiradio| sulfete, 17Q^stradtol sul&te, equiiit: sulfate, 
17p-dihydroequilin sulfete, l7a-dihydiDequilm sulfate, equileniu sulfate, 17p- 

dihydj oequilenin sulfate, 1 7aKlihydroequilenin sulfate or a mixture thereof. 

188, (Previously preseaiedj A method according to claim 173. 174, or 1 7 wherein 
the da ly dose of estrogen is ] to 3 mg, and the daily dose of drospirenone is 0.2*. .o lO.O mg. 

189- (Previously presented) A method accoidmg to claim 173, 174, or J 7 ^ wherein 
the dn-spirenone is in the form of a prcMlnig of the compound- 

190- (Currently Amended) A method according to claim 173, 174, or 1 7:., wherein 
the due spirenone is provided m a daily doao of 0,25 to 8.0 mg, in a foim whereb> i. is 
exposed to the gastric envjromnent upon dissolution. 

191. (Previously preisented) A method according to claim 1 73, 1 74, or 1 7- , wherein 
the esc ogen is sprayed firom a solution onto particles of an inert carrier. 

1«2. (Currently Amended) A method according to claim 173. 174, or 1 , whct^in 
the cstiogen i s miorontzo d has a pairicl e size distribtirion such dial 100% of the pj^i ^cles have 
a diameter of < 15.0 urn, 99^o of the paiti cles have a ^iamerer of < 12.5 pm, QSO/r. . f tKr 
particle s have a dia meter of :£ ] Q.O mn and 50% of the particles ha^^e a diameter c f < 3.0 ^m . 
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193. - 194- (Ciiaceied} 

195, (Previously presented) A method according to claim 173, 174, or i 5, wherein 
the estrogen and/or drospirenone are provided together with a carrier which prons^tes mpid 
dissolution of the estrogen and/Or drospirenone. 

196- (Previously presented) A method according to claim 1 73, 174, or / 5, wherein 
the C3 ^Oge^ wd/or drospirenone is provided together wirh a carrier which comp,-ises 
carbo:ymethyJcenulose, hydroxypropyl cellulose, hydroxypropybneihyl celluloit; gelled 
starch gelatin or polyvinylpyrrolidone. 

197- (Previously presented) A method according to claim 173, 174, or } : 5, wherein 
the esirogen and/or drospirenone is provided together with a carrier which comp; i.^es 
polyv i ay Ipy iroHdone . 

198- (Previously presented) A method according to claim 1 78, wherein ti.c dose of 
estradiol is about 1 mg. 

199. (Previously presented) A method according to claim 1 78, wherein > ^ dose of 
estradial is about I mg and the dose of drospirenone is about 0.5 mg, about I mg -bout 2 mg 
or about 3 mg, 
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200. (Previously presented) A meihod according to claim 1 73, 1 74, or .5, wherein 
the dc se of drospirenone is from 0,25 to 6.0 mg. 

201- (Previously presented) A method according to claim 173, 174, or : " 5, wherein 
the dcse of dn^pirenone is from 0,5 lo 4.5 mg. 

202. (Previoasly presented) A method according to claim 173, 174, or 5, wherein 
the do5e of drospirenone is from 1-5 to 3.5 mg. 

203- (Previously presented) A method of treating a disease, disorder or mptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by natural 
menoiause, peri-menopause, post-menopause, hypogonadism, castration or primii-y ovarian 
failure . 

which disease, disorder or symptom is: hot flushes, sweating attacks, palpi .at ions, 
sleep t .isorders, mood changes, nervousness, anxiety, poor memory, loss of confl4vnce, loss 
of libido, poor concentration, diminished energy, diminished drive, irritability, mc genital 
atroph atrophy of the breasts, cardiovascular disease, changes in hair disiributit/i. thickness 
of hait , changes in skin condition, osteoporosis, or a combination thereof; 

comprising or^Uy administering to a woman having such deficient cndogtr jus level 
of estrogen; 

estradiol m a sufficient amount to alleviate said disease, disorder or symp.c m, and 

drospirenone in a sullficient amoum to protect the endometrium frx3m advt r ;e effects 

of estn igcn, wherein the drospirenone is in a form having a rapid dissolution such luai at least 

70% o said drospirenone is dissolved from a tablet containing 3 mg of drospiren j:.e in 900 
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ml of tvater si 3TC within 30 minutes, as dtriennined by USP XXUI PaddJe Memod using a 
USP c issoluiion test apparatus 2 and 50 rpni as the stirring raie, 
according to a treatment regimen including: 

a first treatment period of 10 to 12 days comprising administering a daily iiosage unit 
comiMising estradiol in an amount corresponding to a daily dose of about 0.1 to :ng; 

following the first treatment period, a second treatment period of 10 to 11 jays 
comprising administering a daily dosage unit comprising estradiol in an amount 
coires jonding to a daily dose of about 0, 1 to 5 mg and drospirenone in an amoui:t 
corres x>nding to a daily dose of about 0.25 to 6 mg; and 

following the second nreatmeni period, a third tjeaiment period of 4 to 8 <^ys 
coropr isjng administering either a daily dosage unit comprising estradiol in an aan-junt 
corresj )onding to a daily dose of about 0.25 to 5 mg or administering a daily dos?.gc unit of a 
placebs or blank, 

204- CPreviouidy presented) A method of treating a disease, disorder or o ;nptom 
associated with a deficient endogenous level of estrogen in a woman caused by n^.aral 
menopause, peri-menopause, post-menopause, hypogonadism, castration or prim:iiy ovarian 
failure 

which disease, disorder or symptom is: hot flushes, sweating attacks, palpiutions, 
sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of contll^nce, loss 
of libic o, poor concentration, diminished energy, diminished drive, irritability, ur v-^enital 
atrophy, atrophy of the breasts, cardiovascular disease, changes in hair distributio,T. thickness 
of hair changes in skin condition, osteoporosis, or a combination thereof; 
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comprising orally administering to a woman having such deficieni endogs ious level 
of esc ogen: 

estradiol in a sufficient amount to alleviate said disease, disorder or symf i.:ra, and 
drospirenone in a sufficient amount to protect the endometrium from a4v se effects 

of estrogen, wherein the drospirenone is in a fonn having a surface area of more (j^an 10 000 

cm^/g, 

according to a treatment regimen including; 

a tirsi treatment period of 10 to 12 days comprising administering a daily d isage unit 
compr sing estradiol in an amount corresponding to a daily dose of about O.l to 5 rng; 

following the first treatment period, a second treatment period of 10 to 12 viays 
compr sing administering a daily dosage unit comprising estradiol in an amount 
conres] onding to a daUy dose of about 0, 1 to 5 mg and drospirenone in an amount 
corresj onding to a daily dose of about 0,25 to 6 mg; and 

following the second treatment period, a third tn;atmem period of 4 to S d* . s 
comprising administering a daily dosage unit comprising estradiol in an amount 
corresponding to a daily dose of about 0.25 to 5 mg or administering a daily dosa^^ unit of a 
placeb( ' or blank. 

205. CCurrenUy Amended) A method of treating a disease, disorder or sy. aptom 
associaed with a deficient endogenous level of estrogen in a woman caused by ntc ral 

menopi use, peri-menopause, pOst-menopause, hypogonadism, castration or primac ovarian 
failure, 

^hich disease, disorder or symptom is selected from the group consisting t.j : hot 

flushes, sweating attacks, palpitations, sleep disorder^ mood changes, nervousnesi, anxiety, 
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poornemoxy, loss of confidence, loss of libido, poor concentration, diminished ;j:iergy, 
dimin shed drive, irritability, urogenitaJ atrophy, atrophy of the breasts, cardiovascular 
diseasi, changes in hair distribution, thickness of hair, changes in skin condition 
osieoj orosis, or a combination ihereoi; 

comprising orally admiaistering to a woojan having such deficient endog-^.ous level 
of estiogen: 

estradiol in a sufficient amount to alleviate said disease, disorder or symptom, and 
drospirenone in a sufficient amount to protect ihe endometrium from adVwr^e effects 
of estrogen, wherein the drospirenone ts- miorontEed drOijpir e n e ono has a particle s .ze 
disttib Jtion such that not more t han 2% of the particles have a diameter of more J. 4n 30 \xm. 
according to a treatment regimen includmg: 

a first treatment period of 10 to 12 days comprising administermg a daily o.>sase unit 
compr sing estradiol in an amount corresponding to a daily dose of about 0. 1 to 5 ..ig; 

following the first treatment period, a second treatment period of 10 to 12 uays 
compr sing administering a daily dosage unit comprising estradiol in an amount 
corresj ending to a daily dose of about O.l to 5 mg and drospirenone in an amount 
corresfonding to a daily dose of about 0^5 to 6 mg; and 

follovwing the second treatment period* a third treatment period of 4 to 8 d a - s 
comprising administering a daily dosage unit comprising estradiol in an amount 
corresi onding to a daily dose of about 0,25 to 5 mg or administering a daily dosa^ unit of a 
placebo or blank. 

206- (Previousiy presented) A method of treating a disease, disonler or sy apiom 

associated with a deficient endogenous level of estrogen in a vwoman caused by nut-jal 
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meno]i4Use, peri-iii«xopause, post-raenopause, hypogonadism, castration or primi,,^ ovarian 
failun , 

which disease, disorder or symptom is: hot flushes, sweating attacks, paiiH.ations, 
sleep ilisorders, mood changes, nervousness, anxiety, poor memojy, loss of conf.a^mce, loss 
of libi io, poor concentration, diminished ener^, diminished drive, irritability, urcgenital 
atroph fy atrophy of the breasts, cardiovascular disease, changes in hair disiribuiit.r, thickness 
of hail changes in skin condition, osteoporosis or a combination thereof; 

comprising omily administering to a v/oman having such deficient endog* s ous level 
of estr.>gen; 

estradiol in a sufficient amount to alleviate said disease, disorder or sympx m, and 
drospirenone in a sufiTicient amount to protect the endometrium from advtr ,e effects 
of esu-i.gen, wherein the drospirenone is in a fonn having a rapid dissolution such tMat at least 
70e^o oi said drospirenone is dissolved from a tablet containing 3 mg of drospii^noi.e in 900 
ml of vaster at 37°C within 30 minutes, as determined by USP XXIU Paddle Methi^d using a 
USP di jsolution test apparatus 2 and 50 rpm as the stirring rate, 
according lo a treatment regimen including: 

EL first treatment period of at least 21 days comprising administering a daU / Hosage 
unit comprising estradiol in an amount corresponding to a daily dose of about 0,1 x S mg and 
drospirmone in amount corresponding to a daily dose of about 0,25 to 6 mg; and 

following the first treannent period, a second treamtent period of no more 7 days 
compri! ing administering: either a daily dosage unit of a placebo or blank or a daib dosage 
unit coi uprising estradiol in an amount corresponding to a daily dose of about 0.1 <c 5 mg. 
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207. (Previously presented) A meihod of treating a disease, disorder or i /mpiom 
associiied wiib a deficient endogenous level of estrogen in a woman caused by i.i:iura! 
menoi^use, peri-menopause, posi-menopause, hypogonadism, casuaiion or primary ovarian 
failure, 

which disease, disorder or symptom is: hot flushes, sweaiing attacks, pal[>i ations, 
sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of confi<}^nce, ioss 
of libiilo, poor concenuation, diminished energy, diminished drive, irritability, uiu^enitat 
atropb atrophy of ihe breasts, cardiovascular disease, changes in hair distribuiicr thickness 
of hah. changes in skin condition, osteoporosis, or a corabiuaiion thereof; 

comprising orally administering to a woman having such deficient endogt r ous level 
ofei.tn>geo; 

estradiol in a sufficient amount to alleviate said disease, disorder or sympA;.n, and 
drospirenone in a sufficient amount lo protect the endometrium from advcr.e effects 

of esm -gen, wherein the drospirenone is in a forai having a surface area of more m ^n 10 000 

cm"/g, 

according to a treatment regimen including: 

a first rneatment period of at least 2 1 days comprising administering a daily Josage 
unit coj uprising estradiol in an amount coiresponding to a daily dose of about 0.1 5 mg and 
drospir. :none in amount corresponding to a daily dose of about 0 .25 to 6 mg; and 

rollowing the first treatment period, a second treatment period of no moi« U an 7 days 
compri! ing administering: either a daily dosage unit of a placebo or blank or a daily dosage 
unit coi iprising estradiol in an amount corresponding to a daily dose of about 0. 1 5 mg. 
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208- (Curremly Amended) A method of treating a disease, disonler or s mptom 
associated with a deficient endogenous level of estrogen in a woman caused by iK.tura| 
raenoj»ausc, peri-menopause, post-menopause, hypogonadism, castration or primary ovarian 
failun , 

which disease, disorder or symptom is: hot flushes, sweating anacks. palpuations, 
sleep <lisorders, mood changes, nervousness, anxiety, poor memoiy, loss of conf c::nce, loss 
of h*bi io, poor concentration, diminished energy, diminished drive, irritability, u/c genital 
atrophy, atrophy of the breasts, cardiovascular disease, changes in hair distributii.:.. thickness 
of haij , changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally adminisiering to a woman having such deficient endogenous level 
of estrogen: 

estradiol in a sufficient amount to alleviate said disease, disoider or sympu.m, and 
drospirenone in a sufficient amount to protect the endometrium from advi T;.e effects 
of estrogen, wherein the drospirenone m mioronig e d drospironoono has a particlg^ 
dismbi ition such that not more than 29^» of particles have a diameter of more i h^ }0 jim 
according to a treatment regimen including: 

a first treatment period of at least 21 days comprising administering a daily dosage 
unit CO nprising estradiol in an amount corresponding to a daily dose of about 0. 1 u> 5 mg and 
drospiijnone in amount corresponding to a daily dose of about 0.25 to 6 mg; and 

following the first treatment period, a second treatment period of no more t.>an 7 days 
compri ;ing administering; either a daily dosage unit of a placebo or blank or a da. l-. dosage 
unit coi nprising estradiol in an amount corresponding to a daily dose of about 0. 1 c . 5 mg. 
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209. (Previously presented) A method of treating a disease, disorder or s . mptom 
associated with a deficjem endogenous level of estrogen in a woman caused by ii;;mral 
menojiause, peri-raenopause, post-menopause, hypogonadism, castration or prinsii^y ovarian 
failun, 

which disease, disorder or symptom is; hot flushes, sweating attacks, palf>i,ations, 
sleep ilisorder^ mood changes, nervousness, anxiety, poor memory, loss of conf c jnce, loss 
of libi io, poor concentration, diramished enei^, diminished drive, irriiabiliiy. Uic^eniial 
atrophy, atrophy of the breasts, cardiovascular disease, changes in hair distributiuj., thickness 
of hah. changes in skin condition, osteoporosis, or a combination theieof; 

comprismg omlly administering to a woman having such deficient endogn ous level 
of esiTjgen: 

estradiol in a sufficient amount lo alleviate said disease, disorder or sympu.in, and 
drospirenone in a sufficient amount to protect the endometrium from advur^e effects 
of estrogen, wherein the drospirenone is in a form having a rapid dissolution such luat at least 
70% o 'said drospirenone is dissolved from a tablet containing 3 mg of drospii^noiie in 900 
ml of \ /ater at 37**C within 30 minutes, as determined by USP XXUi Paddle Method using a 
USP dissolution test apparatus 2 and 50 rpm as the stirring rate, 
according to a treatment regimen including: 

administering for 21 to 28 days a daily dosage unit comprising estradiol ir ;.a amount 
corresponding to a daily dose of about O.l to 5 mg and drospirenone in an amount 
corresponding to a daily dose of about 0.25 to 6 mg, 

210, [Previously preaiented) A method of treating a disease, disorder or S/..ipiom 

associa ed with a deficient endogenous level of estrogen in a woman caused by nttural 
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meno]iause, peri-menopause, post-menopause, hypogonadism, casiraiion or prin:3Hy ovarian 

which disease, disorder or symptom is: hoi flushes, sweating atwcks, palpi.ations, 

sleep Jisorders, mood changes, nervousness, amdety, poor memory, loss of conf c^rnce, loss 

of libilo, poor concentration, diminished energy, diminished drive, irritability, u v^^enital 

atrophy, atrophy of the breasts, cardiovascular disease, changes in hair distributlw , ihickness 

of haij, changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient endog.ji*ous level 
of est! ^gen: 

estradiol in a sufficient amount to alleviate said disease, disorder or sympf. .m, and 
drospirenone in a sufficient amount to proiect the endometrium from aav.n-ie effects 

of esu igen, wherein the drospirenone is in a form having a surface are^ of more 10 000 

cm^/g, 

according lo a treatment regimen including: 

administering for 2 1 to 28 days a daily dosage unit comprising estradiol hi oi amoimi 
corresj londing to a daily dose of about 0. 1 to 5 mg and drospirenone in an amouiif 
corres| londing to a daily dose of about 0.25 to 6 mg. 

211, (Currently Amended) A method of treating a disease, disorder or ^nptom 
associ; ted with a deficient endogenous level of estrogen in a woman caused by n v .irU 
menopause, peri-menopause, post-menopause, hypogonadism, casoacion or primly ovarian 
fftilupe 

which disease, disorder or symptom is: hot flushes, sweating attacks, palplutions, 

sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of confi.icncc, loss 
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of libido, poor coocentration, diminished energy, diminished drive, irritability, urwgeniial 
airop} y, atrophy of the breasts, cardiovascuiar disease, changes in hair distributi.). thickness 
of hai % changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient endoga .ous level 
of estiogen: 

estradiol in a sufficient amount to alleviate said disease, disorder or sympi->m, and 
drospirenone in a sufficient amount to protect the endometrium from adv;;. ^e effects 
of esnogen, wherein the drospirenone i s mioronizod dnoiipironoQno has a panicle ^ ize 
distrit ution such th at not more than 2% of the particles have a diameter of ryiore il >an 30 \im. 
according to a treatment regimen including: 

administering for 2 1 to 28 days a daily dosage imit comprising estradiol hi an amount 
coires x^nding to a daily dose of about 0. 1 to 5 mg and drospirenone in an amout;i 
corresponding to a daily dose of about 0.25 to 6 mg. 

2X2- (Previously pre»encefl) A method according to claim 209, 210 or 2! , wherein 
the da ly dosage units are administered for 1 to 12 cycles of 28 days per cycle, 

213. (Previousjj;' presented) A method of treating a disease, disorder or mptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by naiural 
menopause, peri-menopause, post^menopause, hypogonadism, castration or primti-y ovarian 
failure, 

which disease, disorder or symptom is: hoi flushes, sweating attacks, pal^ iaiions, 

sleep t isorders, mood changes, nervousness, anxiety, poor roemoiy, loss of confidence, loss 

of libMo, poor concentration, diminished energy, diminished drive, irritability, uic^eniial 

18 
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atropliy, atrophy of the breast;, cardiovascular disease, changes in hair disTribuii.\ ., thickness 
of hai r, changes in skin condition, osteoporosis, or a combinaiion thereof; 

comprising orally administering to a woman having such deficient endogenous level 
of estogen. 

an estrogen in a sufficient amount lo alleviate said disease, disorder or s>c*ptom, and 
drospirenone in a suftlcient amount to protect the endometrium from adv^tse effects 
of est) ogen, wherein the drospirenone is in a form having a rapid dissolution suc.i chat at least 
70% c f said drospirenone is dissolved from a tablet containing 3 mg of drospireitcae in 900 
ml of rfvater at ST^C within 30 minutes, as detennined by USP XXHI Paddle Me.t.od using a 
USP c issolution test apparatus 2 and 50 ipm as the stirring rate, 

according to a treatment regimen wherein the estrogen is administered ccnrinuously. 

214- (Previously presented) A method of treating a disease, disorder or symptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by i tvuial 
meno|iause, peri-menopause, post-menopause, hypogonadism, castration or primary ovarian 
failure , 

which disease, disorder or symptom is: hot flushes, sweating attacks, palfu.ations, 
sleep disorders, mood changes, nervoi^ness» anxiety, poor memory, loss of conftd^we, loss 
of libi io, poor concennaticm, diminished energy, diminished drive, irritability, uic genital 
atrophy? atrophy of the breasts, cardiovascular disease, changes in hair distribuiior, thickness 
of hail, changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient endogtti.ous level 
of esir>gen: 

an estrogen in a sufTiciem amount to alleviate said disease, disorder or sy^r-ptom, and 
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drospirenone in a sufficient araoum lo protect the endometnum from ad>c.se effects 
of est TOgen, wherein the drospirenonc is in a form having a surface area of mon; taan 10 000 
cmVg. 

according to a ueannem regimen wherein the estrogen is administered c< r anuousty. 

215, (Currently Amended) A method of treating a disease, disorder or v^nptom 
associated with a deficient endogenous level of estrogen in a woman caused by lu^ural 
meno]iause, peri-menopause, post-menopause, hypogonadism, castration or prinra.y ovarian 
fail un > 

which disease, disorder or symptom is: hot flushes, sweating attacks, palpuations, 
sleep tiisorders, mood changes, nervousness, anxiety, poor memory, loss of conf <i*;nce, loss 
of libi Jo, poor concentration, diminished energy, diminished drive, initability, u.t genital 
atrophy, atrophy of the breasts, cardiovascular disease, changes in hair distribution, thickness 
of hail, changes in skin condition, osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient cndog.;i..3us level 
of esti ^gen: 

an estrogen in a sufficient amount to alleviate said disease, disorder or sy xptom, and 
drospirenone in a sufficient amount to protect the endometrium from advin^e effects 
of estr igen, wherein the drospirenoxie is mioronizod drosp i ronee ^ has a particle ^.ze 
^'^P^'b irion such that noi more than 2% of the panic fes have a diameter of more ; \ an 30 ]xm. 
according to a treatment regimen wherein the estrogen is administered co.»..nuously. 

216. O^reviously presiemed) A metfiod according to claim 21 3, 2 14 or 2 1 : wherein 

the drcspirenone is administered continuously. 
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217, (Previously presented) A method according to claim 213, 214 or 2 wherein 
the dTDsplreaone is administered in sequeniial intervals. 

2 IS- (Prmously presented) A method according to claim 2 1 7, wherein t:*e estrogen 
dosage is lower for the first 1 to 7 days immediately after finishing a sequential i: nerval of 
a<lmir istration of drospirenone. 

2 X9. (Previously presented) A mediod according to claim 2 1 8, wherein u estrogen 
is adn inistered continuously for 21 to 30 days and drospircnone is administered ii. a 3-day- 
on-3-c ay-off cycle. 

220, (Previously presented) A method according to claim 2 1 9, wherein 

drospi -^enone is administered on days 4 through 6, 10 through 12, 16 through 18, 22 through 

24^ an 1 28 through 30. 

22 J, (Previously presented) A method of treating a disease, disorder or ^ya)ptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by r^.ural 
menofause, peri-menopause, post-menopause, hypogonadism, castration or prim^ y ovarian 
failure, 

which disease, disorder or symptom is selected from the group consisting Li': hot 
flushe: , sweating attacks, palpitations, sleep disorders, mood changes, nervousness., anxiety, 
poor n emory, loss of confidence, loss of libido, poor concentmiion. diminished tj.vsrgy, 
diminhhed drive, irritability, urogenital atrophy, atrophy of the breasts, cardiovaNi: ular 
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disease, changes in hair distribution, thickness of hair, changes in skin condition, 
osieojiorosis, or a cottibinaTion thereof; 

comprising orally administering to a woman having such deficiem endoge.ious level 
of est: ogen: 

an esnrogen in a sufficient amount to alleviate said disease, disorder or s> ivptom, and 
drospirenone in a sufficient amount to protect the endometrium from ad\^i se effects 
of est) ogen, wherein the drospirenone is in a form having a rapid dissolution sue;-, .hat at least 
70% c f said drospirenone is dissolved from a tablet containing 3 mg of drospirer.t iie in 900 
ml of Abater at 37*C within 30 minutes, as determined by USP XXIll Paddle Meih.Kl using a 
US? c issolutioa test apparatus 2 and 50 rpm as the stirring rate, 

according to a treatment regimen wherein the estrogen and the drospirencr;;; are each 
administered such that there is a treatment-free interval of 1-7 days within each Je. 

222. (Previously presented) A method of n-eating a disease, disorder or mptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by na-ural 
menof ause, peri-menopause, post-menopause, hypogonadism, castration or primu/y ovarian 
failure, 

which disease, disorder or symptom is selected from the group consisting t r. hot 
flushe: , sweating attacks, palpitations, sleep disorders, mood changes, nervousnes: , anxiety, 
poor n emoiy, loss of contidence, loss of Ubido, poor concentration, diminished c r^rgy, 
dimini ;hed drive, irritability, urogenital atrophy, atrophy of the breasts, cardiovaiCalar 
disease , changes in hair distribution, thickness of hair, changes in skin condition, 
osteop orosis, or a combination thereof; 
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comprismg orally administering to a woman having such deficient endogeuous level 
of est ogen: 

4n estrogen in a sutflcient amount to alleviate said disease, disorder or s> r :ptom, and 
drospirenone in a sufficient amount to protect the endometrium from advaise effects 

of esc ogen, wherein the drospirroone is in a form having a surface area of more i.:an 10 000 

cmVg 

according to a treatment regimen wherein the estrogen and the drospirem*!,^ are each 
administered such that there is a treatment-free interval of 1-7 days within each cle. 

223. (Currently Amended) A method of treating a disease, disorder or s\ mptom 
associated with a deficient endogenous level of estrogen in a woman caused by rciural 
meno|4uise, peri-menc^use, post-menopause, hypogonadism, castration or prima.y ovarian 
failure , 

which disease, disorder or symptom is selected from the group consisting <.,f: hot 
flushe i, sweating attacks, palpitations, sleep disorders, mood changes, nervousness, anxiety, 
poor nicmoiy, loss of confidence, loss of libido, poor concentration, diminidied cj.ergy, 
diminished drive, iuilability, urogenital atrophy, atrophy of the breasts, cardiovaAUlar 
diseasf;, changes in hair distribution, thickness of hair, changes in skin condition, 
osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficient endogv^.ous level 
of esrr.jgen: 

an estrogen in a sufficient amount to alleviate said disease, disorder or symptom, and 

23 

M OVIN-2A 



PAGE 23/37 ' RCVD AT S/20/20O5 2:22:43 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1/0 ' DN1S:8729306 * CSID:7W2436410 » DURATION (l!im-ss):0W14 



May-2Q-05 01:34pi!i From-MILLEN, WHITE, ZELANO & BRANIGAN 



7032436410 



T-725 P. 24/37 F-277 



drospirenone in a sufficient araounr lo proiect the endomemum from adve.se effecis 
of esti ogen, wherein the drospirenone is roicronuc e d droijpmanQQiio has a pamcle tze 
distril: ution such thai noy more than 2Va of the particles have a diameter of more a an 30 ^m. 

according to a treatment regimen v^herem the estrogen and the drospirem r^i are each 
administered such that there is a rreatroent-free interval of 1-7 days within each vie. 

224. (Previously presented) A method of treating a disease, disorder or ^ ^ mptom 
associ ited with a deficient endogenous level of estrogen in a woman caused by Ttt;ural 
meno{ ause, peri-raenopause, posi-menopause, hypogonadism, castration or pnmi.y ovarian 
failure, 

which disease, disorder or symptom is selected from the group consisting v*f: hot 
flushe s sweating attacks, palpitations, sleep disorders, mood changes, nervousnts., anxiety, 
poor n .emory, loss of confidertce, loss of libido, poor concentratiop, diminished i i -jigy, 
diminished drive, irritability, urogenital atrophy, atrophy of the breasts, cardiova^xalar 
diseasi:, changes in hair distribution, thickness of hair» changes in skin condition, 
osteop ^rosis, or a combination thereof; 

comprising orally administering to a woman having such deficient cndog^x.^us level 
of esiDgen: 

estradiol in a sufficient amount to alleviate said disease, disorder or sympa-.n, and 

drospirenone in a sufficient amount to protect the endometrium from advcr^5r effects 

of estrogen, wherein the drospirenone is in a form having a rapid dissolution such i;*at at least 

70% or said drospirenone is dissolved from a tablet containing 3 rag of drospirenoi e in 900 

ml of \ ^ater at 37°C within 30 minutes, as determined by USP XXITl Paddle Metl.i J using a 

US? di ssolution test apparams 2 and 50 ipm as the stirring rate, 
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according to a treatmeni regimen including: 

a first treatment period of administering for 20 to 24 days a daily dosage ii^at 
compiising estradiol in an amount corresponding to a daily dose of about 0.1 to 3 *ng, and 
drospirenone in an amount corresponding to a daily dose of about 0.25 to 6 mg f;). ihe last 10 
to 12 < lays of said 20 to 24 days, and 

following the first treatment period, either: 

administering for 4 to 8 days a daily dosage unit comprising no active inj r ,-dient, 
administering tor 4 to 8 days a daily dosage of unit comprising estradiol ,a an amount 
less than daily dosage unit taken for said 20 to 24 day administration of estradiol^ or 
not administering any dosage units for 4 to 8 days. 

225. (Previously presented) A method of treating a disease, disorder or svmptom 
associ tied with a deficient endogenous level of estrogen in a woman caused by riuiural 
menojiause, peri-menopause, post-menopause, hypogonadism, castration or prima .y ovarian 
failun, 

which disease, disorder or symptom is selected from the group consisting i^f; hot 
fhishe 3, sweating attacks, palpitations, sleep disorders, mood changes, nervousnt anxiety, 
poor memory* l<^ss of confidence, loss of libido, poor concentmtion, diminished cucrgy, 
diminished drive, irritability, urogenital atrophy, atrophy of the breasts, cardiovaA alar 
diseas changes in hair distribution, thickness of hair, changes in skin condition, 
osteoporosis, or a combination thereof; 

comprising orally administering to a woman having such deficknt endogenous level 
of estrogen: 

estradiol in a sufficient amount to alleviate said disease, disorder or symptom, and 
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drospirenone in a sufficient ^nnoum to proteci the endomeiriuin from 3dv^:se eftects 
of estjogen, wherein the drospirenojie is in g forro having a surface area of more t.ian 10 000 
cmVg 

according to a treatmeru regimen including: 

a first treatment period of administering for 20 to 24 days a daily dosage u *ii 
compi ising estradiol in an amount corresponding to a daily dose of about O.l to > xtg, and 
drospirenone in an amount corresponding to a daily dose of about 0.25 to 6 mg frst the last JO 
to 12 Jays of said 20 to 24 days, and 

following the Hrst treatment period, either 

administering for 4 to 8 days a daily dosage imit comprising no active in^^dient, 
administering for 4 to 8 days a daily dosage of unit comprising estradiol in an amotmt 
less than daily dosage unit taken for said 20 to 24 day administration of estradiol. .>r 
not administering any dosage units for 4 to 8 days. 

226. (CurrenUy Amended) A method of treating a disease, disorder or symptom 
associ iied with a deficient endogenous level of estrogen in a woman caused by r.a^iiral 
menof ause, peri-menopause, post-menopause, hypogonadism, castration or priro-i.'y ovarian 
failure, 

which disease, disorder or symptom is selected from the group consisting i^f; hot 
flushe sweating attacks, palpitations, sleep disorders, mood changes, nervousne*., anxiety, 
poor niemoiy, loss of confidence, loss of libido, poor concentration, diminished i^j'irgy, 
diminished drive, irritability, urogenital atrophy, atrophy of the breasts, cardiova a 4lar 
diseas changes in hair distribution, thickness of hair, changes in skin condition, 
osteopDrosis, or a combination thereof; 
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comprismg omlly administfermg to a woman having sucb deficieni endog;;:,ous level 
of <;si] ogen: 

estradiol in a sufficieat amount to alleviate said disease, disorder or sympt -m, and 
drospirenone in a sufficient amount to protect the endometrium from adv-i/ie eflfecis 
of esti ogen, wherein the drosplrenone is mioroniz o d drospironoono has a particle a 
distrih ution such that not more ^han 2% of the particles have a diameier of moTte 1 1 an 30 }im. 
according to a treatment regimen including: 

a first treatment period of administering for 20 to 24 days a daily dosage a^tit 
compt ising estradiol in an amount corresponding to a daily dose of about 0. 1 to ' :ag, and 
drospi CTone in an amount corresponding to a daily dose of about 0.25 to 6 mg foi the last 10 
to 12 I ays of said 20 to 24 days, and 

foUowing the first ireaiment period, either 

administering for 4 to 8 days a daily dosage unit comprising no active ingr^idient, 
administering for 4 to » days a daily dosage of unit comprising estr^iol l\ an amount 
less th m daily dosage unit taken for said 20 to 24 day administration of estradiol . r 
not administering any dosage units for 4 to 8 days, 

227. (Previoasly presented) A method for hormone replacement therapy comprising 

orally idministering lo a woman; 

an estrogen in an amount sufficient for hormone replacemem therapy, anc 
drospirenone in a sufficient amount to protect the endometrium from advi r^ effects 

of estn igen, wherein the drospirenone is in a form having a rapid dissolution such i!u« at least 

70% o said drospirenone is dissolved from a tablet containing 3 mg of drospirenu^e in 900 
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ml of water at 3TC widiin 30 mmutes, as deietroined by USP XXIIl Paddle Me. r. using a 
USP ( issolution test apparatus 2 and 50 ipm as the stining rate, 

228- (Previously presented) A method for hormone replacement djerapv s:ompnsing 
orally administering to a woman; 

an estrogen in an amount sufficient for hormone replacement therapy, aai 
drospirenone in a sufficient amount to protect the endometrium from advrrse effects 

of estiogen, wherein the dro^irenone is in a form having a surface area of more Lian 10 000 

cm'/g 

229- (Currently Amended) A method for hormone replacement therapy comprising 
orally administering to a woman; 

an estrogen in an amount sufficient for hormone replacement therapy, anu 
drospirenone in a sufficiem amount to protect the endometrium fiom advo* ;e effects 
of estrogen, wherein the dro^irenone i s mioroniz e d drospirtsnoono has a panicle s.ze 
disnib ition such thai not more than 2% of the particles have a diameter of more ihan 30 p m 

230. (Previously presented) A method according to claim 1 73 or 3 74. 
whereia the drospirenone is sprayed from a solution onto particles of an inert can i. r. 

231. (Canceled) 

232. (Canceled) 
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233. (New) A method according lO claim 175, 205. 208, 211,21 5, 223, 226 or 229, 

wherein the drospirenone has a particle size dismburion such that, additionally, > 20% of tfie 
particles have a diameter of > 10 ^ and < 30 \m. 



234, (New) A method according to one of claims 203 to 21 1, 213 lo 2 j or22l lo 

229, V herein the drospirenone is provided in a form whereby ii is exposed to the 1 4Stric 
enviroomem upon dissolution 
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